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(57) Abstract: It is intended to provide an 
uracil derivative represented by the following 
general formula (I): (I) wherein X represents a 
group selected from among NHCO, NHCH 2 , CO, 
CONH and CH 2 NH; R 1 represents hydrogen or 
optionally substituted C x . s alkyl; R 2 represents 
a group of the following general formula (II) or 
(III): (II) (III) (wherein m is 0 or 1; n is an integer 
of from 1 to 3; Y represents OH or NH 2 ; and a 
dotted line shows a binding position), provided 
that when R 2 is a group of the general formula 
^ (HI), X represents NHCO or NHCH 2 ; R 3 and R 4 

i j independently represent each hydrogen or Ci^ 

fs| 1 / \ 1 v alkyl; and Ar represents phenyl substituted by 

^^V^^^r^^^ / m ^^N^^^f^ Cl_6 alkyl at the °" ^ m-positions, optionally 

0O J * |^ / \ n T J 1 substituted heteroaryl or a bicyclic aromatic 

S ^y^^j^^^rv^^^ ^A^^J^. group; its pharmaceutical^ acceptable salt, and 

On *\ /O ^ a remedy containing the above uracil derivative or 

— ^ I its pharmaceutical^ acceptable salt as the active 

y||.x ingredient for, in particular, allergic diseases 

(II) relating to a type IV allergic reaction, i.e., a novel 

compound useful in treating diseases in which a 

Otype IV allergic reaction participates and a remedy 
for allergic diseases containing the same as the active ingredient. 
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(5) — U9!5£ (I) te*3lvt\ kr&W&i£lZft%m$k<0^ i TXiT}) —A-S-C^SftS 

(6) (I) ^*3V>r, Ar^2SH4^#ig3£"C^$*LS (1) Xf* (2) IB* 

(7) — jKf5£ (I) KL*5V^T, X^NHCOT^ £tl% ft* (1) ~ (6) ©VvTftjWC 
IB*© ^ 7 ^yHJWfrXttJtOlR^fcffF** tLS^, 

(8) HiTlB (1) ~ (7) (D\,^1?frMzmm<DV7^^ffiWfcXte^<DM^&)fc 

20 (9) buIB (1) ~ (7) ©V^tv^|B*©^^^fl^X(«©^#^J^fF 

#9§HB»»C*5V V 'C, 1 ~ 6 ©T^=ar/^f«^t> b < 1 ~ 

s (2-^/i^s) s -ry^/i^s (2-^^-i-^n tvi^g) \ t-y^s (2- 

sum) &mfZZ-kifi'T*$Z>o ^T^0£L<te^*iU~4©T/i^i^&^f 
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^ v^i i: SJ© $*srt^J:D#5iim5, EAT 5 fit — <DT 5; / Sco^A« 

25 *.tfLarse>tf>#ifc (Tetrahedron, 1970, 26, 879) ^Cfc^ife (m=0) „ RWHB 

5p7-215959^#|5^^& (m=l) T^-C#6„ *fc N R ^(II)"C^^ 

R 2 ^— ^(III)T^^tb> X&mO0<Dm&<DmJft^ rffl£©2, 3, 5- 
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HJ^fA^l, 2, 3, 5- h V * Kn ^r^7= JJ V 

(Journal of American Chemical Society, 1939, 61, 765) (O ~7 ^ J — /HfefcSlli 

M~tZ> ^ kfcXV &&x% 6 0 

%mmfc<Dm^mzffm£th%m.k lti*. ttu&nu its, mfctiu 
—jest (i)-e*$H5!?7^iifl£©$.e,^§sw^ 

i, mmvnm. mw^^^^xm^^^^cox^^K rft^t 
mm. wc.mt£i?<Dmnmkvx\*—mz, 1 e^fc 90.01-100 rag /k 
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: 6-7 5 7-3-^ f;Wl-(l-t7f/W) 
l-T-^fvWT y i^7^— h (5. 01 g, 29. 6 ramol) ®7t f= MJ /V#r&(100 mL) 
^7k^T40%7 fvl'T 5; >-7kMm(3. 82 mL) SrJnx.fc 0 LTSHfP^Rjfc^iirfc 

'CTlOB^P^ffiWU ^7U-N' -(1-^-7^) 57 1/7 &5. 20 g m#bfc (JR^ : 
88%) o #fetLfc!7V7(5.00 g, 25.0 ramol) ©^^/^^ (200 raL)^^7/^ 
^(6.37 g, 74.9 mmol) i:M7k@^(7.65 g, 74.9 mmol) %M?ktt\ X.tc&, 4B3TOBB 

mW-*$rtil£ J &K.o f ^j^T^JEZiil Lfcf£, #b^fc@fr^r7K(150 m 

D^au, ^i4^pHio^^s^t?i ntK^-7- vv !7^tK^^p^> ^iarn^p 

°Ct?15^raMffi^U, ^1B^#J^5.00 g&#Lfc01X* : 75%)„ 

S#ffH2 : 6-7 ^ <f-/U-l-(l-r7?-/U)-5-~ b P V fr^ vvk 

lEffiift^MJ 17-M426 mg, 6.18 mmol) (2 raL) ^ N ##^JlT?#bttfcfb 

^(1.00 g, 4.12 mmoD^HA, ^"OK^T^ ^^(515 L) ^^10^^ 
#Lfd 0 S^^^^5%^7K^^- h y !7A7k^^pH7i: Ufc„ #fffi@&£^U4 
a- h &fflV^^J3E$ii® U 40°CT'15^F B mff^ UJIIBte^&l. 03 g&# Lfc ( 
Jfcsfs : 84%) 0 

##M3 : 5. 6-^7 ^ /-3-7 ^7V-l-Q-^:7^vU) 7 7^ 

##^ij2-e# btlfrfc&yd (1. 03 g, 3. 48 mmol) £ 5V^7 v 5 ^ -^/#<it (100 mg) <D 
*Z J -Jimmmao mL) ^Iff^TlOB^Jf # Lfc„ »g££r«J LfciL 

T^JBtiiU 40°CTn0B#P^i3E^b^|B'(b^^583mg^#L7c(W : 59%) 0 

##M 4 : 2, 3, 6- bV * f/M- ( p ^ 7 j. / —JV 

2, 3, 6- bV * f-JVM Ka^; >-(10.0 g, 65.7 nm»l)<D^b^ ^l^!B»?£(70 m 
L)fctry^(17.0 mL, 210 mmol) SrJBfcfcgU )V(&.\ mL, 65.7 mrao 

l)<omW?- 1/>-^(60 mL)£:7k^T^o< 19 «TLfc 0 IT^Tf^ SfltM 
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LT20f#fl,m#bfc^ mStO.76 mL)i:7K(150 mL)&Mz.tc 0 mWm%*. 10%£ 

y * 7^P^b^77^ — X*mU U «RBft;£-«& £ 10. 4 g]fr# b fc 

: 67%) 0 

5 

5 : 4-^^^^-^ v--2. 3vu:7 £ 7 

60%7K*^ b y ^-^(609 mg, 15. 2 mmol) ^n-^^^T^eHft^bfc^ v 5 ^ 
^WtJn^AT^ K(20 mL)fcffiS»§ii\ ##^i|4-C#e>ttf^b^(3.00 g, 12.7 m 

10 U "^^A^nW K(2.82 g, 16.5 mmoDO^^f^MT^ K?»(5 mL) 

f^77^ — T?**®* U l-^^^/^=¥^-4- ( tV^ a >f ?Vjr*r*y) -2, 
15 /W<^i?^£r2.64 gH#b^(JRap : 64%) 0 g^T. ^ ©-ffc^* (2. 60 g, 7.96 mmo 

l)O^^WM75 K*&$£(10 raL) tokBMfc* y g, 31.8 mmol)<D^ 

* 7 -7HK»*S:*^Tin^.s MfcM bT12B#p B m# bfc 0 

ttttlbrc 0 W*ft«4:5K&ifc!k§f|-?- h !> »7Azk$§$u zk> l0%^7KTii^gfc# b. & 

20 7k«esh- h y «astsr«WBE«* u mt%* 9 j -Mzmm^ 

^#-^#b^rt@#:^40 o CT*12B#rHmJE^b, 6fe@^<b bTlHBft^WSrl. 
68 gm#bfc(UR^ : 87%) o 

25 6 : (4-^>^/M-3">-2. gvUj 7^7 jg^Jjjt 

#%#J 5 t?# £>ftfcfc-g*#J (400 mg, 1. 65 nmol) © f-JfcfrA'&T ^ (16 
mL)fc % ^Tn-^ :3 e^^'T?fcllIgfe^bfc60%7k^bt- h P 17 A (73 rag, 1.82 mmol) 
£r^o< 19 i^jpx.fc„ £ffifcMbT30#IH|j*#bfc#s :/n*g»x?7K202 M L 
, 1.82 mrool)<D^^/Wfc/W>vT=; K»tt(2 mL) &AP?L. £i&"T»3B#fBiJfc*l i bfc c ^ 
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;^^^-2, 3, 5- h U /« ^ ^ 7 ^rix@^^^-/l^^495mg^# b/c OR* : 91% 

5 ) „ $cV>T. 0^^X^(477 mg, 1.45 mmol) <D^^ / — /H^(20 mL) \Z1 NtK^ 

ii^-b y !>atk^m(5 mD^nx., m.ux8^mmw^tc a tk^ti n^^^p^ph 

b £^T^JSSi& Lfc 0 40t:Tn5B#F H ^flE$£!kiU ^iBfl^3&415 rag^# 
10 bfc(W:95%) 0 

#^[1 7 : tert-T^/^ 4-fc 3, 6- hV * f^7a=;V»^> — h 

4-T 5: 7-2, 3, 5- h V * f/W7 / —/K950 mg, 6. 28 mmol) (DT b7k Ko7 7 
>i£i&(12 raL) ^i^-tert-y^/P — b (1. 51 g, 6.91 mmol) MP x, 2B# 

40 g^LTcOlX^ : 89%) „ 
20 8 : tert-y^JV 4-(^;Ut'^y^ b 3" vQ-2. ^7x^;^ 

25 f^3fffij 9 : 6-T $ 7 -5-(6-^V^:fr=fr v--2. 2. 5. 7-^ b 7 ^ ?Vt^3-;*-;frlM ^ 
^-4-# /V#arf- $ K)-3-y ^/U-l-(l--7-7^^) 7 

Q-^^^;V^r^y-2, 2, 5, 1-7- Y*7* ^jV-Z-Hr^-yrsi ^^>--4-7J/l^^^(l80 
mg, 0.55 mmol)0®^^^/^^(6 mL)fc hy^^^T5:^(77 jtxL, 0.55 mmol) 
i^7x^!)^o!J K(148 mg, 0.55 mmol) ^tK^TAPX.. lBtFeSif # L7c 0 
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###1J3T^ t>tlfz.{b&Qo (142 mg, 0. 50 ramol) t h V ^AsT % ^(77 mL, 
0.55 nimol) &JiH#dJP;t> ii^MPlfc, i§$££M)±©icU KS^tKStJBx. 

5 vM^^Y^V^^i —X*ffim U aHB^4^S:224 mg®l# Lfc (IR^ : 69% 

##ff(ll 0 : 6-T ^ 7 -5- (6-^>^/I^-=friX-2, 2, 5, 7-x h 2 ^ B g ^-8-# 7^ 

10 6-^<V^/W^-^^-2, 2, 5, 7-T- ^/U-S-^^lf'f 

te-^yv?;^^^, 2, 5, 7-T J-M xx-?i/-%-% jv&i/m&W&h Utffi 

##Ml 1 : 6-T ^ 7 -5-r (4-^<^ VfVUr^rl/-^ 3, 5- MJ y gvU) 7x7^1 7t ^ 
15 ^ K-3-y ^-/V-l- (1-7-7 ^yt,) 17 ^ 

##^j3t?#btbfc<b-a'^(230 mg, 0.81 mmol) £ #%0»J6*C# tlfcfc&m (243 
rag, 0.81 mmoDOv^^/WjN/WAT^ K$£?&(6 mL) fcU 1-t Kn^y/H)7 
71^(120 mg, 0. 89 mmol) fcN-o^/V-N* ~[3-(^y fvL-T 5 y ) fcVl^] jJA<r&i? 
4 % K(171 mg, 0.89 mmol)Sr|liW^ M^10R#Rgjf # L7cl $8#££r«EE®* b 

-£^£242 rog&# Lfc ( W : 53%) 0 

25 m^Ml 2 :6-T^ y-S-rU-aert-T'f^^^^^T^ y)-2,3,5-MJ y 
l7rcy^>xir-fe^$ K-3- y ( 1-7- 7 tr g vvk 
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3 : 6-T $ 7-5-(6-^<^i^;3-^>-2. 2. 5, 7-T h^* ^-jV-3-ir^^ 

6-^^/1-3-^-2, 2, 5, 7-T ^^-3-^-^4 ^y^-A-^jU^^mil. 00 

g, 3. 54 mmol) (D Y^^l^m^ (20 mL) {Z h V ^tVT 5 > (542 n L, 3. 89 mmol) t 
V-7^~juy i^T^KQ. 07 g, 3. 89 mmol) ^tR^T^X., 2B#P B 1if#L7c 0 

foffr^(757 mg, 2.83 mmol) f;^^A7 5: K^^(20 mL)K: N 7k^Tn-^ 

^VT^Ii]^Lfc60%7K*^ h y ?A(113 mg, 2.83 mmol)£fr$>o< V) bMx. 

15^^3:250 mgW&^frmm : 15%) 0 

^BMl 4 : 6-T $ y-5-(6-^<V-^/k^-dr^-2. 2. 5. 7-fF7^ ^^-3-;^^ 

6— <^^/^^r^-2, 2, 5, 7-7- h 7 ^ ^-3-^-^rf--l' ^*V-4-#/l^V^ (l. 00 
g, 3.54 mmoDO^fb^^-^^^dS mL) jCitt^^lf !> /Wl70 »L, 1.95 mmol) 

fcik&yoil. 14 g, 4.25 mmol)(Dv ! ^f;^A7 5 K*S?£(15 mL)f£ N TK^Tn-^ 
=3rf-^-C#:|Hl^Lfc60%7K^b-^ h P !>A(170 mg, 4.25 mmol)£r^o < 9 £flnx. 

i&m : 32%) „ 

mmmi 6-t $ y-5-(6-b kp»v-2, 2. 5. 7-y k 2 * ±n^zA^±d ^^-4- 
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gjMjjH?: 5 K) -3-^ f/wi- a-r^^/u) t> z (fc-g^i) 

###| 9 T*# *L7Ub-£^3 (200 mg, 0. 34 mraol) h 5%/< 7^ (20 mg) <D 

5 U SUB^-a^ & 140 mg]&# Ufd (i|X^ : 82%) 0 

1H NMR (DMS0-d6) 6 8.76 (s, 1H), 8.18-8.10 (ra, 2H), 7.75-7.55 (m, 6H), 5. 
91 (br s, 2H), 3.20 (s, 3H), 2.86 (s, 2H), 2.15 (s, 3H), 2.05 (s, 3H), 1.2 
9 (s, 3H), 1.26 (s, 3H). 

10 m%fcM2 : 6-T ^ Z -5- (6-t: Kp ^iX-2. 2. 5, l-"r V g * gvk^ E^±J*z#2k*j±± 
5 K) -3-^ fzk± Qz±Z±Zk) z k2k: Offc-^2) 

1H NMR (CDC 13) 8 8.08-7.97 (ra, 2H), 7.77-7.75 (ra, 1H), 7.65-7.60 (in, 4H), 
7.24 (s, 1H), 4.99 (br s, 2H), 3.69 (s, 1H), 3.41 (s, 3H), 2.62 (t, J = 6. 
15 8 Hz, 2H), 2.29 (s, 3H), 2.14 (s, 3H), 1.78 (t, J = 6. 8 Hz, 2H), 1.22 (s, 

3H), 1.21 (s, 3H). 

mMM3:6-T Si y-5-(6-b: Kd^>-2,2,5,7-t \^J^j\^_B^^lM^M^t 

^ K) -l- (l-J- z 2 Ofb-S^io) 

1H NMR (DMS0-d6) 5 10.93 (s, 1H), 8.74 (s, 1H), 8.16-8.09 (m, 2H), 7.71-7. 
62 (m, 6H), 5.69 (br s, 2H), 2.51-2.50 (m, 2H), 2.14 (s, 3H), 2.06 (s, 3H) 
, 1.70-1.67 (ra, 2H), 1.09 (s, 3H), 1.08 (s, 3H). 

mmWH : 6-T S y K p ^'>2, 3, 5- b ^ 7 x / ^ y/] T-fe ^ ^ K~ 

25 3-;* g (^b^%3) 

1H NMR (DMS0-d6) 6 8.44 (s, 1H), 8.14-8.08 (m, 2H), 7.70-7.54 (m, 6H), 6.5 
3 (s, 1H), 6.13 (br s, 2H), 4.49 (s, 2H), 3.18 (s, 3H), 2.13 (s, 3H), 2.12 
(s, 3H), 2.09 (s, 3H). 
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mMM5 : 6-T 5 J -5-r (4-T ^ 7 -2, 3, 5- f> V * fvVj 7 ^ 7 3^] Tjfe * ^ 
f;wi-(i-t7f/w) 2 k2k (ffc-^4) 

##08 1 2T?#fctLf^b^(l50 mg, 0.26 mraol) ©B^:*?7WB«Mft (5 mL)Kl, 
4 NttBI/l,4-i?^-#f->'(1.2 mL)£g^(3 mQ&lMx^ ^T*2H$ffiJf # Lfc«, ffis 

5:94 mg&#Lfc(I|X^ : 76%) „ 

1H MIR (DMS0-d6) 8 8.41 (s, 1H), 8.14-8.08 (m, 2H), 7.70-7.56 (m, 5H), 6.6 
10 1 (s, 1H), 6.12 (br s, 2H), 4.43 (s, 2H), 4.12 (br s, 2H), 3.18 (s, 3H), 2 
.12 (s,. 3H), 2.06 (s, 3H), 2.01 (s, 3H). 

mmrne ■. 6-r ^ i -5-r r (6-t kp 3^-2. 2, 5, i-=r ^w3-^-^-9-^ ^^v- 
4-^ /i^) ^ gvu] r ^ / ] gvkzlz (lz± 2 22k} z k2k (-fb-g^is) 

15 IliS^JlTlf ^^-^(950 mg, 1.90 mraol)^^ b7t Kc77yft(38 mL 

„ »ifll*»E«*U »!)*^7A^vl>07^tlim flllB 
20 fc^fe 5:285 ragStftLfcOW : 31%) 0 

1H NMR (DMS0-d6) 5 8.12-8.06 (m, 2H), 7.68-7.42 (m, 7H), 5.74 (br s, 2H), 
3.85-3.79 (m, 1H), 3.72-3.66 (m, 1H), 2.95 (s, 3H), 2.83 (s, 2H), 2.19 (s, 
3H), 2.01 (s, 3H), 1.30 (s, 3H), 1.27 (s, 3H). 

25 HflS087 : 6-T 5 /-5-(6-t: Ko 3^-2. 2. 5. 1-*T Y=7 * ^;U-3-^-^4 V 

1H NMR (DMS0-d6) 6 8.50 (br s, 1H), 8.11-8.09 (m, 2H), 7.62-7.45 (m, 7H), 
6.63 (s, 1H), 3.17 (s, 3H), 2.82 (s, 2H), 2.00 (s, 3H), 1.77 (s, 3H), 1.28 
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(s, 6H). 



/U) #/1^~7l^-3-^ ^ iX/U (^^17) 

5 1H NMR (DMS0-d6) 8 8.67 (s, 1H), 8.11-8.06 (m, 2H), 7.83 (s, 1H), 7.73-7.6 

2 (m, 5H), 6.65 (s, 1H), 3.20 (s, 3H), 2.65 (s, 2H), 1.95 (s, 6H), 0.87 (s 
, 3H), 0.75 (s, 3H). 

: 6-7^ 7-3-J^7W5-(6-t: Kp ^->-2, 2, 5, 7-r b 7 ^ f n vy-8 
10 -D >Vi$ * ± ^ K) -1- (6- * h =fr b° y v> ^-3-^T g v^k (ft-^%439) 

1H NMR (DMS0-d 6 ) 6 8.79 (s, 1H), 8.20 (d, J = 2. 4 Hz, 1H), 7.73-7.78 (m, 2 

H), 6.99 (d, J = 8.9 Hz, 1H), 5.85 (br s, 2H), 3.94 (s, 3H), 3.83 (q, J = 

6.9 Hz, 2H), 2.54 (m, 2H), 2.14 (s, 3H), 2.07 (s, 3H), 1.71 (t, J = 6. 9 Hz 
15 , 3H), 1.07-1.15 (m, 8H). 

MMMlO : 6-T ^ /-3-xf;k-5-(6-h Kp *ciy-2, 2, 5, l-*r Y 7 * P-^;x-8 
-fl/M^-frS K)-l-(2-p< l^^tf y v^-3-^/k) fr^v^ ({b-£*#>433) 

20 1H NMR (DMS0-d 6 ) 6 8.76 (s, 1H), 8.35 (m, 1H), 7.82 (q, J = 1. 6 Hz, 1H), 7 

.73 (s, 1H), 7.16-7.21 (m, 1H), 5.84 (br s, 2H), 3.90 (s, 3H), 3.82 (q, J 
= 6.9 Hz, 2H), 2.54 (m, 2H), 2.14 (s, 3H), 2.06 (s, 3H), 1.72 (t, J = 6. 9 
Hz, 3H), 1.07-1.15 (m, 8H). 

25 UWSAW : 6-T $ 7-1- (6-^ PPb°y v^-3-^/^)-3-3i^vU-5-(6-fc Kp^t^-2, 
2, 5, 7-T ^/l^ P ^ ^-8-^/l^^^jj- ^ K)>)7 (^£^457) 

1H NMR (DMSO-de) 5 8.84 (s, 1H), 8.52 (d, J = 2. 4 Hz, 1H), 7.99-8.03 (m, 1 
H), 7.77 (s, 1H), 7.74 (s, 1H), 5.88 (br s, 2H), 3.82 (q, J = 6. 9 Hz, 2H), 
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2.54 (m, 2H), 2.14 (s, 3H), 2.07 (s, 3H), 1.72 (t, J = 6. 9 Hz, 3H), 1.07- 
1.14 (ra, 8H). 

WJ12 : 6-T 5: / -3-^^-/1^-5- (6- M Kp ^->-2, 2. 5, 7-T" h 7 * ^/V-I-Jr^^ 
5 V^V-4-^7/Vxg^-9-^ K)-l- (1-^-7^^) V^-S/V (Yb^^l9) 

1H NMR (DMS0-d6) 5 1.13 (3H, t, J = 7.0 Hz), 1.25 (3H, s), 1.29 (3H, s), 2 
.05 (3H, s), 2.15 (3H, s), 2.85 (2H, s), 3.86 (2H, q, J =7.0 Hz), 5.91 (2 
H, brs), 7.53-7.55 (1H, ra), 7.62-7.72 (4H, tn), 7.76 (1H, s), 8.10-8.17 (2H 
10 , ra), 8.74 (1H, s) ; MS ra/z 515(M+H) + 

mMffllZ : 6-T ^ / -3-^P fcVW5-(6-fc K P 3^-2, 2, 5, 7-T h g z! 5vt^3-:3-3f-fr 
■^^y^-4-^/^^r-f-^ K)-l-(l-^-7^/U) fr^->7^ «b^#»20) 

15 1H NMR (DMS0-d6) 5 0.86 (3H, t, J = 7.4 Hz), 1.25 (3H, s), 1.29 (3H, s), 1 

.54-1.60 (2H, m), 2.05 (3H, s), 2.15 (3H, s), 2.85 (2H, s), 3.78 (2H, t, J 
= 7. 4 Hz), 5.92 (2H, brs), 7.52-7.54 (1H, m), 7.62-7.72 (4H, ra), 7.75 (1H 
, s), 8.10-8.17 (2H, m), 8.74 (1H, s) ; MS m/z 529(M+H) + 

20 mmmu &-t ^ j -3-^-5- (6- m k p 3^-2, 2, 5. 7-y h g * ^-/u-s-^-^^ 

1H NMR (DMS0-d6) 5 0.89 (3H, t, J = 7.3 Hz), 1.25-1.34 (8H, m), 1.50-1.57 
(2H, m), 2.05 (3H, s), 2.15 (3H, s), 2.85 (2H, s), 3.81 (2H, t, J = 7. 3Hz) 
25 , 5.92 (2H, brs), 7.51-7.54 (1H, m), 7.62-7.72 (4H, m), 7.75 (1H, s), 8.10 
-8.17 (2H, m), 8.74 (1H, s) ; MS m/z 543(M+H) + 

^feffi]15 : 6-^ 5 7 -3-* ^-5-(6-b: Kp^->-2, 2, 5, 7-r h V ^ 5V^-3- 

^-^f->T^^^-4-^77^>if^ K)-l-(l--j-^^u) fr^vv^ Ofb-3^502) 
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1H NMR (DMS0-d6) 6 1.27 (6H, s), 2.06 (3H, s), 2.31 (3H, s), 2.82 (3H, d, 
J = 5.1Hz), 2.84 (2H, s), 3.18 (3H, s), 5.29-5.33 (1H, ra), 7.55-7.68 (6H, 
m), 8.08-8.14 (2H, m), 8.75 (1H, s) ; MS m/z 515(M+H) + 

5 

mmmie 6-r ^ / -3-^ ^/u-5-(6-t Kp^i/-2. 2. 5, i-t h?* ±jwz*£L±d 

l/yi/-4-%;l,7$3r-9- * K)-l-(2, 3-^P< ol~;V) 7 vV^ Offrg^Ol) 

1H NMR (DMS0-d6) 61.34 (6H, s), 1.99 (3H, s), 2.06 (3H, s), 2.13 (3H, s), 

10 2.34 (3H, s), 2.88 (2H, s), 3.17 (3H, s), 5.83 (2H, brs), 7.12 (1H, d, J 

= 7.5 Hz), 7.26-7.30 (1H, m), 7.35 (1H, d, J = 7. 4 Hz), 7.75 (1H, brs), 8. 
71 (1H, s); MS m/z 479(M+H) + 



mmmn 6-r ^ / -3-^^w-5-(6-b kp 3^-2, 2, 5, i-*t tJkz^^Ltd 

15 ^P^-A-to/ViStt^ K)-l-(2. 3-v^ f;V7x^)<)7^ tffr*H&331) 

1H NMR (DMS0-d6) 6 1.10 (3H, t, J =7.0 Hz), 1.34 (6H, s), 1.98 (3H, s), 2 
.06 (3H, s), 2.13 (3H, s), 2.34 (3H, s), 2.88 (2H, s), 3.85 (2H, q, J = 7. 
0 Hz), 5.83 (2H, brs), 7.13 (1H, d, J = 7. 5 Hz), 7.26-7.30 (1H, m), 7.35 ( 
20 1H, d, J = 7. 4 Hz), 7.74 (1H, s), 8.68 (1H, s) ; MS m/z 493(M+H) + 

HM0U18 : 6-T ^ fa? /1^5- (6- Kp *j/-2. 2. 5, JzZl b Z * ^/^-3-^-^ih 

^^^^-4-^7/^>-9-5: K) -1- (2. f ^7 x 7 (^^361) 

25 1H NMR (DMS0-d6) 6 0.85 (3H, t, J = 7.4 Hz), 1.33 (3H, s), 1.34 (3H, s), 1 

.50-1.60 (2H, m), 1.98 (3H, s), 2.05 (3H, s), 2.13 (3H, s), 2.34 (3H, s), 
2.87 (2H, s), 3.71-3.79 (2H, m), 5.83 (2H, brs), 7.13 (1H, d, J = 7. 5 Hz), 
7.26-7.30 (1H, m), 7.35 (1H, d, J = 7.4 Hz), 7.74 (1H, s), 8.68 (1H, s) ; 
MS m/z 507(M+H) + 
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mmmi9 6-^ gv^r s i ±j^±i (6- t k p 3^-2. 2, 5, 7-7^ b g ^ ^-^-3- 

06) 

1H NMR (DMS0-d6) 6 1.30 (6H, s), 1.96 (3H, s), 2.05 (3H, s), 2.28 (3H, s), 
2.32 (3H, s), 2.85 (2H, s), 2.89 (3H, d, J = 5. 1Hz) , 3.15 (3H, s), 5.07-5 

.10 (1H, m), 7.05 (1H, d, J = 7. 5 Hz), 7.23-7.27 (1H, m), 7.32 (1H, d, J = 
7.4 Hz), 7.65 (1H, s), 8.69 (1H, s) ; MS m/z 493(M+H) + 

10 

mmm2o 6-t ^ z -z-^/us- (6- 1 k g 3^-2, 2, 5, i-t y?* ±a^=a^±a 

Klzlz(izd! ;2_zv2k Wfr&*9i) 

1H NMR (DMS0-d6) 6 1.10 (3H, t, J = 7. 0 Hz), 1.34 (6H, s), 2.01-2.09 (5H, 
15 m), 2.13 (3H, s), 2.61-2.74 (2H, m), 2.88 (2H, s), 2.93-3.04 (2H, m), 3.83 

(2H, q, J = 7. 0 Hz), 5.88 (2H, brs), 7.12 (1H, d, J = 7. 4 Hz), 7.31-7.35 
(1H, m), 7.41(1H, d, J = 7. 3 Hz), 7.75 (1H, s), 8.67 (1H, s) ; MS m/z 505 (M 
+H) + 

20 mMM2l : 6-T ^ / -3-^X2 b?/W5-(6-fc 2. 5. 7-T h 2 2* fvkrgz^±± 

4 ^<¥l/-4-*>;istf*-y- $ K)-l-(4-^ l/¥=.;u) g vvk 0ffrg»2l) 

1H NMR (DMS0-d6) 6 0.85 (3H, t, J = 7.4 Hz), 1.34 (6H, s), 1.50-1.59 (2H, 
m), 2.01-2.09 (5H, m), 2.13 (3H, s), 2.60-2.74 (2H, m), 2.88 (2H, s), 2.9 
25 3-3.05 (2H, m), 3.69-3.80 (2H, m), 5.88 (2H, brs), 7.11 (1H, d, J = 7. 4 Hz 

), 7.31-7.35 (1H, m), 7.41 (1H, d, J = 7.4 Hz), 7.74 (1H, s), 8.67 (1H, s) 
; MS m/z 519(M+H) + 

MMM22 : 6-T ^ I -3-p< f;W5- (6-t: K g 3^-2, 2, 5. 1-=T b g * gvkzgz^^±d! 
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>#ts-4r#Jl'tf*'9-$ F)-l-(5,6,7,8-fl>7t: K Ezlz±Z±^) 2 (ffc^ 
4*181) Hifi^Jl £ HUfccwfrgsfc: «fc <9 SfBfl^feSrlBtfS' bfc„ 

1H NMR (DMS0-d6) 8 1.34 (3H, s), 1.35 (3H, s), 1.70-1.77 (4H, ra), 2.06 (3H 
, s), 2.13 (3H, s), 2.40-2.41 (2H, m), 2.81-2.82 (2H, m), 2.88 (2H, s), 3. 
5 16 (3H, s), 5.82 (2H, brs), 7.09-7.11 (1H, ra), 7.25-7.31 (2H, m), 7.74 (1H 

, s), 8.70 (1H, s); MS m/z 505(M+H) + 

CT#!l23 : 6-T $ y-3-xf/W5-(6-l: Kgjf^2» 2. 5. 7-r h g gvW3z^±±d! 
^V-^A^j^gig K)-l-(5,6,7.8-f b9t Ka-l-t7f/U)i)7^ 
10 4*211) 

1H NMR (DMS0-d6) 5 0.86 (3H, t, J = 6.8 Hz), 1.34 (6H, s), 1.71-1.74 (4H, 
m), 2.06 (3H, s), 2.13 (3H, s), 2.33-2.45 (2H, m), 2.76-2.82 (2H, m), 2.88 
(2H, s), 5.82 (2H, brs), 7.09-7.12 (1H, m), 7.25-7.31 (2H, m), 7.74 (1H, 
15 s), 8.67 (1H, s); MS m/z 519(M+H) + 

HJ&M24 : 6-T ^ I -3-7°p fcVk-5- (6- M K p $^-2. 2. 5. 7-r h g ^ g^zgj^jpg 

y^y^^^f g K)-i-(s. 6. 7, 8-7" h 2 1 Kp-i-t7f;u) z k2k Wis 
^4*241) HJ&Ml £ IBItto^ifcfc «t 19 «IBfls^*«r«t»bfc. 

20 1H NMR (DMS0-d6) 8 0.85 (3H, t, J = 7.4 Hz), 1.34 (6H, s), 1.50-1.59 (2H, 

m), 1.70-1.77 (4H, ra), 2.05 (3H, s), 2.12 (3H, s), 2.28-2.45 (2H, ra), 2.76 
-2. 82 (2H, ra) , 2. 88 (2H, s) , 5. 83 (2H, brs) , 7. 09-7. 13 (1H, ra) , 7. 21-7. 31 
(2H, m), 7.74 (1H, s), 8.67 (1H, s) ; MS m/z 533(M+H) + 

25 HMI25 : 6-T ^ S -5-[ (4-7 g J -2, 3, 5- hV * ±A£ ~7 S ^rixl 7t ^ ^ K-3- 
^gvWl- Z k2k (f^^l2) 

1H NMR (DMS0-d6) 8 1.11 (3H, t, J = 6.9 Hz), 2.01 (3H, s), 2.06 (3H, s), 2 
.13 (3H, s), 3.81-3.88 (2H, m), 4.12 (2H, brs), 4.42 (2H, s), 6.12 (2H, br 
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s), 6.61 (1H, s), 7.52-7.69 (5H, ra), 8.08-8.13 (2H, m), 8.42 (1H, s) ; MS m 
/z 488(M+H) + 

mm&m 6-t ^ y -5-[ (4-t ^ y -2, 3, 5- mj y ^-m y^j r-fe ^ ^ k-3- 

5 \f)V-\- Q-^5vv) z k2k 0ffro^i3) 

1H NMR (DMS0-d6) 5 0.85 (3H, t, J = 7. 5 Hz), 1.51-1.60 (2H, m), 2.01 (3H, 
s), 2.06 (3H, s), 2.13 (3H, s), 3.76 (2H, t, J = 7. 3 Hz), 4.12 (2H, brs), 
4.42 (2H, s), 6.12 (2H, brs), 6.60 (1H, s), 7.51-7.69 (5H, m), 8.08-8.13 ( 
10 2H, m), 8.42 (1H, s) ; MS m/z 502(M+H) + 

m&mn : 6-t ^ y -5- [ (4-t y -2, 3, 5- b y y ±M 7x;^]rt»$ K-3- 

15 1H NMR (DMS0-d6) 6 0.88 (3H, t, J = 7.3 Hz), 1.23-1.32 (2H, m), 1.48-1.55 

(2H, m), 2.01 (3H, s), 2.06 (3H, s), 2.13 (3H, s), 3.79 (2H, t, J = 7. 3 Hz 
), 4.20 (2H, brs), 4.42 (2H, s), 6.12 (2H, brs), 6.60 (1H, s), 7.52-7.69 ( 
5H, m), 8.08-8.13 (2H, m), 8.42 (1H, s) ; MS m/z 516 (M+H) + 

20 aiMg8 : 6-y ±AST $ 7 -5-f (4-T $ / -2, 3. 5- h V y ±M ftkH T± * g 

K-3-y gyj^zlz Q^Z^VW) 7 >^ tfb-^487) 

1H NMR (DMS0-d6) 6 2.00 (3H, s), 2.04 (3H, s), 2.10 (3H, s), 2.60 (3H, d, 
J = 5.0 Hz), 4.13 (2H, brs), 4.42 (2H, s), 5.40-5.44 (2H, m), 6.60 (1H, s) 
25 , 7.54-7.68 (5H, m), 8.07-8.13 (2H, ra), 8.71 (1H, s) ; MS m/z 488 (M+H) + 

mmM29 : 6-T ^ 7 -5- r (4-T $/-2,3,5-biJ^ fvU) y^/^-i/lT-t* $i K-3- 
y ±Az±Z (2. 3- gvljZ S — ^ £ 2 v2k Cffr£'fc304) 
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1H NMR (DMSO-d6) 5 1.97 (3H, s), 2.01 (3H, s), 2.06 (3H, s), 2.12 (3H, s), 
2.32 (3H, s), 3.15 (2H, s), 4.12 (2H, brs), 4.42 (2H, s), 6.00 (2H, brs), 
6.60 (1H, s), 7.08 (1H, d, J = 7. 6 Hz), 7.24-7.27 (1H, m), 7.32 (1H, d, J 
= 7.5 Hz), 8.38 (1H, s) ; MS m/z 452 (M+H) + 

5 

g|jifcffll30 : * /-5-r(4-T^ 7-2. 3. 5- hV * ±M 2 £ I *r 9 s\7*z9 % 

K-3-7 f;Wl-(2. 3-v^ ±jV7x^M £ Z v2k: Ofb£^48l) 

1H NMR (DMS0-d6) 5 1.95 (3H, s), 2.00 (3H, s), 2.04 (3H, s), 2.10 (3H, s), 
10 2.31 (3H, s), 2.67 (3H, t, J = 5. 0 Hz), 3.14 (3H, s), 4.13 (2H, brs), 4.4 

0 (2H, s), 5.20-5.24 (1H, m), 6.59 (1H, s), 7.05 (1H, d, J = 7.6 Hz), 7.22 
-7.26 (1H, m), 7.32 (1H, d, J = 7. 5 Hz), 8.66 (1H, s) ; MS m/z 466 (M+H) + 

mmmzi 6-^^-^r ^ s -s-r u-r ^ z -2. 3. 5- hv * ±m Zj±2. ±s£ z± » g 

15 K-3-7 f;Wl-(2, 3-v^ ^;V7^=./V) 2 vVk Offr^#>482) 

1H NMR (DMS0-d6) 5 0.84 (3H, t, J = 7. 1 Hz), 1.96 (3H, s), 2.00 (3H, s), 2 
.05 (3H, s), 2.10 (3H, s), 2.31 (3H, s), 3.04-3.12 (2H, m), 3.15 (3H, .s), 
4.13 (2H, brs), 4.92-4.95 (1H, in), 6.59 (1H, s), 7.07 (1H, d, J = 7.4 Hz), 
20 7.23-7.27 (1H, m), 7.32 (1H, d, J = 7. 4 Hz), 8.68 (1H, s) ; MS m/z 480 (M+ 

H) + 

mmm32 : §--7x2 \?)vt $ j -s-r (4-r ^ i -2, 3, 5- h v * ±M y^s^-fir-tp 

5 K-3-p< gvWj- (2. 3- =f-}V7 j. ~M t7 =7 (^^483) 

1H NMR (DMS0-d6) 8 0.59 (3H, t, J = 7.4 Hz), 1.22-1.29 (2H, m), 1.96 (3H, 
s), 2.00 (3H, s), 2.05 (3H, s), 2.10 (3H, s), 2.31 (3H, s), 2.95-3.01 (2H, 
m), 3.15 (3H, s), 4.13 (2H, brs), 4.40 (2H, s), 4.86-4.89 (1H, m), 6.60 ( 
1H, s), 7.08 (1H, d, J = 7.6 Hz), 7.24-7.28 (1H, m), 7.33 (1H, d, J = 7. 4 
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Hz), 8.67 (1H, s); MS m/z 494 (M+H) + 

mMMM : 5. 7 -5-[ (4-T $y-2,3,5-h!J^ 7V^) 7^7 3^] 7t^-; 

TVl-l- (2, 3- TVl^ =c tf 2 (fc-n^484) 

1H NMR (DMS0-d6) 5 0.72 (3H, t, J = 7.3 Hz), 0.97-1.02 (2H, m), 1.19-1.24 
(2H, m), 1.96 (3H, s), 2.00 (3H, s), 2.05 (3H, s), 2.10 (3H, s), 2.31 (3H, 
s), 2.98-3.04 (2H, m), 3.15 (3H, s), 4.14 (2H, brs), 4.40 (2H, s), 4.82-4 
.85 (1H, ra), 6.60 (1H, s), 7.07 (1H, d, J = 7. 5 Hz), 7.24-7.28 (1H, m), 7. 
10 33 (1H, d, J = 7. 4 Hz), 8.66 (1H, s) ; MS m/z 508 (M+H) + 

ll3Sffi]34 : 6-T ^ J -3- (2- fc Kp ~5~ (6- 1 Kp ^- V-2. 2. 5. 7-y- V 2 * 

f;w3-t#f/f y^y-4-^;^^t^ K)-i-(2. 3-i?y> f^/7a^) g_zvvk: ( 

ffc-^466) 

15 i^»!ii t mm<Djfm\c * d ^ib^^^^# ufc 0 

1H NMR (DMS0-d6) 6 1.34 (6H, s), 1.98 (3H, s), 2.05 (3H, s), 2.13 (3H, s), 
2.33 (3H, s), 2.87 (2H, s), 3.43-3.51 (2H, tn), 3.88 (2H, t, J = 6. 8 Hz), 
4.75 (1H, t, J = 5. 6 Hz), 5.83 (2H, brs), 7.11 (1H, d, J = 7. 2 Hz), 7.28 ( 
1H, t, J = 8. 0 Hz), 7.35 (1H, d, J = 7.2 Hz), 7.74 (1H, s), 8.69 (1H, s) ; 
20 MS m/z 509 (M+H)+ 

H3fe0tf35 : 6-T $ /-3~(3-fc Kp^p H°M -5- (6- fc Kp#^-2. 2. 5. 7~T h 7 
7 ±A^±^^±d >-^V-4-#/l^>1?- 5 K) -1- (2, 3- gvWZ S £ 2 
ak-^#J467) 

25 HWJi ^ao^fetr i t) «HB^«» S:«t# bfc„ 

1H NMR (DMS0-d6) 5 1. 34 (6H, s) , 1. 65-1. 72 (2H, m) , 1. 98 (3H, s) , 2. 05 (3H 
, s), 2.13 (3H, s), 2.34 (3H, s), 2.88 (2H, s), 3.38-3.43 (2H, ra), 3.80-3. 
88 (2H, ra), 4.43 (1H, t, J = 5. 4 Hz), 5.91 (2H, brs), 7.12 (1H, d, J = 6. 0 
Hz), 7.28 (1H, t, J = 7.6 Hz), 7.42 (1H, d, J = 6. 0 Hz), 7.74 (1H, s), 8. 
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73 (1H, s); MS ra/z 523 (M+H) + 

^»!l36 : 6-T ^ / -3- (2-^ h ^r^xf/U)-5- (6- K g 3^-2, 2, 5, 7-r b Z * ^~ 
/U-3-:*-3f-fr>f ^^V-4-^/^>-9-^ K)-l-(2. 3-v^ ±AS7 *-=-M g^vVk Mb 
^^464) 

1H NMR (DMS0-d6) 6 1.34 (6H, s), 1.65-1.72 (2H, ra), 1.98 (3H, s), 2.05 (3H 
, s), 2.13 (3H, s), 2.34 (3H, s), 2.88 (2H, s), 3.27 (3H, s), 3.48 (2H, t, 

J = 6.0 H), 3.95-3.99 (2H, m), 5.87 (2H, brs), 7.11 (1H, d, J = 7. 6 Hz), 
7.28 (1H, t, J = 7.6 Hz), 7.35 (1H, d, J = 7. 6 Hz), 7.74 (1H, s), 8.69 (1H 
, s) ; MS m/z 523 (M+H) + 

^6feM37 : 6-T^ y-l-(2,3-^p< *7sU~7 ^~M-S-(6-t: Kp ^-2,2,5,7-r h7 
* ^-3-^-^r-^^ V^^-4-Y /V) T^y jJ/l'7$~jU-3-(2. 2. 2- hV 7 ;VHrxi^;V 
)-fr^v^ 

mmm 1 1 mmvjrm- x v mmfc&w&wm ufc G 

1H NMR (DMS0-d6) 8 1. 34 (6H, s), 1.99 (3H, s), 2.06 (3H, s), 2.12 (3H, s), 
2.35 (3H, s), 2.88 (2H, s), 4.57-4.69 (2H, m), 6.10 (2H, brs), 7.15 (1H, d 
, J = 7.6 Hz), 7.28-7.32 (1H, m), 7.38 (1H, d, J = 7.5 Hz), 7.76 (1H, s), 
8.77 (1H, s) 

mmm 1 : mtv? v ;^m^&m^n^mm 

(Immunology, 15, 405 (1968)) ^^TiNffi Lfc. icmm^*} ^OimMfoMfc 

7% (w / v) (omtw v^/t^ vi/mmo.i mi^^ru m^mmvtc 0 m 

ft 7 0 g K 1 % (w / v) (Dmt y ;v/m ^ ^^0. 02 ml £ ^JC»* IT 

rwi'^-^^iigu mmzr-t mm) y.no.25% ( w / v) comfcik-s 
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t \^x^mo9zno^m.mm<oitmt^m i (Tiemit) 2. 5% (w / v) /m y 




m 9 









0. 9 




1. 1 



C-Na|^R^®»U ^®1^^HU^10 mg/kg$ri^P^bfc„ ttMmt bT#fF309 
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o 



2 0 









1.6 




1.0 


mMM20 


1.2 


HM0!j22 


1.3 


HJfe^!l29 


1.4 


MMm30 


1.6 



fNffiM 3 : Substance m^Z^Z^jt^^^Mj^EM 

T h*f'-&BitiS&Bfc<Dm$m -CttW^^Kt?*) ^Substance P (SP) ^ 
#^^li^>J#^P (Tobin D et al. J Allergy Clin Immunol, 90, 613-22(1992)) ~Bl 
XfS Pfctt-$-&fcJfc&<DMtN /(Gianetti A et al. Br J Dermatol, 121, 681-8(19 
89)) as$R^$*LTV^ 0 — 2t\ SP^^^SflTSPtwS^Si^BljSfltt^ 
IS (Kuraishi Y et al. Eur J Pharmacol, 275, 229-33(1995)) £tU &>&M<Dtfl 
7U/U*c~- ffl7?1ft\Pl£tlZ>Z. t (Inagaki N et al. Eur J Pharmacol, 400, 73-9 ( 
2000)) *V-CV^„ ^^"C. *|gW©^7^/^^^S^«lflJ^^liE 

SPfl38^l8igfT»J2:*H-Sf^ffl**&aii: tT^ftLfc, BALB/c^ 

W^T}-SP§r^(200/ i g/mouse)U Lt, M6 0^ 

ra©^Ba3SfTl6SrSi-a!IUyi: 0 #&®&H^f3:0. 5% CMC-Na&ftfcSlttU 10 mg/kg 

com ax* s p s# 3 o ti-m^m n ufc. mmnM^m<owns&no. 5% cMc-Na^ 
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SH*#PIWtfUB *FfO t ZflZtfiT Wl"¥- £lj0xatomide£r3f£* (30 mg/kg) S^- b 
0. 5% CMC-Na«^^»tSH-JB!l«C- x 1QQ 

o. 5% asc-iiammm\z.m-f «w-mfc 



5 Wl^-3!|0xatomide t I^^Xfi-^^Ji-efe 6 ^ £ ^JBJI Ufc„ 



^2 1 





ffilf» (%) 


Oxatomide 30 mg/kg 


39 


H1t#|2 10 mg/kg 


71 


Hii^>j5 10 mg/kg 


53 





10 # ^*2 g^ «9 <D^* 

IIJS#j4tfHb-£N& 40 mg 

/KDxfl/y^lJn ■ — /WOO 1372 mg 

7$}) zLf-U^Jfy 3— JUAOOO 588 mg 

15 1%mz- <£ 9 ^tDm^b^^rtM^J^#^Ufc 0 

# * (mg/^J) 





100 




353 




30 




7 




5 




5 




500 mg 
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ivmt Usui?— &&m*m$kmz-nu-tz><Dx^ rw^- &m 
mfrt>»%i&£tiz><Dx\ Mx.i't, r hn'-m&m^ mm8tm#k, mmm^m 
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1. — JttA (I) : 
o 

Ar R 4 « 

[5£4\ Xf^NHCO. NHCH 2 n C0 N 

do (no 

(5£tK mfiOXttl&^U nf±l~3©3gSfc<£r^U YfiOHXfiNHaS:^ U ^fttife 
^B^^-To ) StttU ILR 2 ^- §B&Zim)&7Mr9&* XttMCOXttNHCHsS: 
R 3 fe<tt>'R 4 m!&3tbT7K^M-T-X{^^l~6(DT/^/^^b, Arte 

2. — J&A (I) fc*5WT N R 2 ^— ^(iDT^^tb^lt^l 

3. —ASA (I) fc&V^ R 2 ^— jK^(in)-e^$tL5»*3Sl 

4. — jRA (I) KfciV^T. Ar^Wifectt>Wi^^l~6(DT/^/^g^U 

5. — USA (I) fc&V^T, ArtfSg&g&WLTV^t> <fcV^-rnT!J — /Ht* 
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o 

6 . — (I) fc^T, Ar^S 2m&ft%rWi&X*7jk£tl%m&m 1 XJ* 2fB# 

8 . it^js i~7 ^ib^o ^ v wmmw-wtttDM^mmm ^smsrw 
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